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Disclosed is the use of SLIM3 and its interaction with nucleus 
receptor protein, such as androgen receptor or 



.estrogen receptor .beta, subunit, for identification of ligands, 
antagonists and agonists. 
ST SLIM3 protein androgen estrogen receptor 
ligand 

IT Proteins, specific or class 
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Online data compression and error analysis using 
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ALL CITATIONS AVAILABLE IN THE RE FORMAT 
AB Wavelet representation of a signal is efficient for process data 

compression. An online compression algorithm based on Haar wavelets is 
proposed here. As a new data point arrives, the algorithm computes all 
the approxn. coeffs. and updates the multiresoln. tree before it preps. 

to 

receive the next data point. An efficient bookkeeping and indexing 
scheme 

improves compression ratio more significantly than batch-mode wavelet 
compression. Reconstruction algorithms and historian format for this 
bookkeeping are developed. Various anal, results on the bounds on 
compression ratio and sum of the square error that can be achieved using 
this algorithm are derived. Exptl. evaluation over two sets of plant 



data 

that 
the 
and 



shows that wavelet compression is superior to conventional interpolative 
methods (such as boxcar, backward slope, and SLIMS) in terms of 
quality of compression measured both in time and frequency domain and 

the proposed online wavelet compression algorithm performs better than 

batch-mode wavelet compression algorithm due to the efficient indexing 

bookkeeping scheme. The online algorithm combines the high quality of 
compression of wavelet -based methods and online implementation of 
interpolative compression algorithms at the same time. 
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TI Developing cardiomyocytes selectively express the LIM protein DRAL/ 

SLIM3 . 
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& Systems of Organisms 

cardiomyocyte : circulatory system, muscular system, selectivity 
IT Diseases 

dilated cardiomyopathy: heart disease 
IT Chemicals & Biochemicals 

DRAL/SLIM3; MNF-alpha: DNA-binding protein 
IT Alternate Indexing 

Cardiomyopathy, Congestive (MeSH) 
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Slim defines a novel family of LIM-proteins expressed in 
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Department of Orthodontics, Eastman Dental Institute, 
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BIOCHEMICAL AND BIOPHYSICAL RESEARCH COMMUNICATIONS, (1996 
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novel single zinc finger domain located in the N-terminal 



AB 

region. 

Similar sequences to SLIM were identified and termed SLIM2 and 
SLIMS . The SLIM3 cDNA sequence was identified 

subsequently as a partial sequence of the of the LIM-protein DRAL 
number and spacing of. 
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=> s androgen (p) receptor (p) fhl2 
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"HELP COMMANDS" at an arrow prompt {=>) . 
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DRAL, an LIM-domain protein. 
Tanahashi H; Tabira T 

Division of Demyelinating Disease and Aging, National 
Institute of Neuroscience, 4-1-1 Ogawahigashi , Kodaira, 
Tokyo 187-8502, Japan. . tanahash@ncnp.go.jp 
HUMAN MOLECULAR GENETICS, (2000 Sep 22) 9 (15) 2281-9. 
Journal code: BRC. ISSN: 0964-6906. 
ENGLAND: United Kingdom 
Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
200102 

Entered STN: 20010322 
Last Updated on STN: 20010322 
Entered Medline: 20010208 
Using the yeast two-hybrid system, we screened for proteins interacting 
with presenilin 2 (PS2) and cloned DRAL. DRAL is an 

LIM-only protein containing four LIM domains and an N- terminal half LIM 
domain. Previously DRAL has been cloned as a co-activator of the 
androgen receptor and as a protein interacting with a 

DNA replication regulatory protein, hCDC47. Our yeast two-hybrid assay 
showed that DRAL interacted with a hydrophilic loop region 
(amino acids 269-298) in the endoproteolytic N-terminal fragment of PS2, 
but not that of. . . this region, R275A, T280A, Q282A, R284A, N285A, 
P287T, I288L, F289A and S296A, in PS2 abolished the binding. This 
suggests 

that DRAL recognizes the PS2 structure specifically. The in 
vitro interaction was confirmed by affinity column assay and the 
physiological interactions between endogenous PS2 and DRAL by 
co-immunoprecipitation from human lung fibroblast MRC5 cells. 
Furthermore, 

in PS2-overexpressing HEK293 cells, we found an increase in the amount of 

DRAL in the membrane fraction and an increase in the amount of 

DRAL that was co-immunoprecipitated with PS2 . The potential role 

of DRAL in the cellular signaling suggests that DRAL 

functions as an adaptor protein that links PS2 to an intracellular 

signaling . 
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PHL2, a novel tissue-specific coactivator of the 
androgen receptor. 

Muller J M; Isele U; Metzger E; Rempel A; Moser M; 



A; Breyer T; Holubarsch C; Buettner R; Schule R 
Universitats-Frauenklinik, Abteilung Frauenheilkunde und 
Geburtshilfe I, Klinikum der Universitat Freiburg, 
Breisacherstrasse 117, 79106 Freiburg, Germany. 
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FHL2, a novel tissue-specific coactivator of the 
androgen receptor. 

The control of target gene expression by nuclear receptors 
requires the recruitment of multiple cof actors . However, the exact 
mechanisms by which nuclear receptor-cof actor interactions 
result in tissue-specific gene regulation are unclear. Here we 
characterize a novel tissue- specif ic coactivator for the androgen 



CORPORATE SOURCE: 



SOURCE : 

PUB. COUNTRY: 

LANGUAGE : 
FILE SEGMENT: 
ENTRY MONTH: 
ENTRY DATE: 



TI 



AB 



, receptor (AR) , which is identical to a previously reported protein 
FHL2/DRAL with unknown function. In the adult, 
FHL2 is expressed in the myocardium of the heart and in the 
epithelial cells of the prostate, where it colocalizes with the AR in the 
nucleus. FHL2 contains a strong, autonomous transactivation 
function and binds specifically to the AR in vitro and in vivo. In an 
agonist- and AF- 2 -dependent manner FHL2 selectively increases 
the transcriptional activity of the AR, but not that of any other nuclear 
receptor. In addition, the transcription of the prostate-specific 
AR target gene probasin is coactivated by PHIi2 . Taken together, 
our data demonstrate that FHL2 is the first LIM-only coactivator 
of the AR with a unique tissue-specific expression pattern. 
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TITLE: [Tissue specificity of molecular androgen action, crucial 

role of transcriptional cofactors] . 

SPECIFICITE TISSULAIRE DE L' ACTION MOLECULAIRE DES 
ANDROGENES: ROLE DES COFACTEURS TRANSCRIPTIONNELS . 
Gobinet J.; Jalaguier S.; Sultan C. 

J. Gobinet, Inst. Natl. /la Sante/Recherche Med., INSERM 
U4 39, Pathol. Molec. des Recept . Nudeaires, 70 rue de 
Navacelles, F-34090 Montpellier, France 
References en Gynecologie Obstetrique, (2000) 7/4-5 
(262-266) . 
Refs: 47 

ISSN: 1244-8168 CODEN : RG0BE2 
France 

Journal ; General Review 
003 Endocrinology 
French 

English; French 
Androgens participate in the development and maintenance of 
adult testis and prostate, and their action is mediated by the 
androgen receptor (AR) . The specificity of AR action 
depends on the capacity of enzymatic cells to transform hormonal 
precursors into testosterone, particularly. . . These cofactors are 
able to modulate the transcriptional activity of AR either by 
augmentation 

or inhibition. Two recently isolated cofactors, FHL2 and PIASl, 
seem to be good candidates for the control of AR action because of the 
specificity of their action and expression. PHL2, a 32 kDa 
protein, is an AR-specific coactivator whose expression pattern is 
restricted to prostate and myocardium. PIASl, a 76 kDa protein, is an AR 
coactivator whose expression pattern is restricted to testis, 
particularly 

in Sertoli and Leydig cells. FHL2 is a potential regulator of 

gene expression in prostate and PIASl could be a testicular modulator of 

transcription . 
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Expression of androgen receptor coregulatory proteins in 
prostate cancer and stromal-cell culture models. 
Nessler-Menardi C; Jotova I; Culig Z; Eder I E; Putz T; 
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Department of Urology, University of Innsbruck, Innsbruck, 
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AB BACKGROUND: Androgen receptor (AR) transcriptional 

activity is modulated by cof actor proteins. They act as costimulators , 
corepressors, or bridging proteins, and a disbalanced expression, 
to the altered activity of the AR in advanced prostate cancer. We 
investigated the expression of a series of steroid receptor 
cof actors in prostate cancer cell lines, including several LNCaP 

sublines, 

and in prostate stromal cells. METHODS: Expression of cof actors was 

analyzed by means of RT-PCR in PC-3, Du-145, LNCaP, three sublines of 

LNCaP established after long-term androgen deprivation, and two 

strains of primary prostate stroma cells. Expression in LNCaP and 

LNCaP-abl cells (which represented an advanced tumor. . . expressed in 

all cells analyzed (AIBl, ARA54, ARA70, CEP, cyclin Dl, Her2/neu/erbB2 , 

BAG-l/M/L, SRC-1, SMRT, and TIF2) . Only ARA55 and FHL2 mRNAs 

were not detected in all cells. ARA55 mRNA was absent in LNCaP cells, 

LNCaP sublines, and DU-145 cells; FHL2 was not expressed in 

LNCaP cells and its derivatives. The expression pattern was identical in 

LNCaP cells, and the long-term androgen ablated LNCaP sublines. 

Moreover, comparison of expression levels in LNCaP and LNCaP-abl cells 

revealed a slight reduction in LNCaP-abl cells but no gross differences. 

CONCLUSIONS: Prostatic cells express a great number of steroid 

receptor cof actors . AR activity thus seems to be modulated in a 

very complex way in prostate cells . 

Copyright 2000 Wiley-Liss, Inc. 
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AB Using the yeast two-hybrid system, we screened for proteins interacting 
with presenilin 2 (PS2) and cloned DRAL. DRAL is an 

LIM-only protein containing four LIM domains and an N- terminal half LIM 
domain. Previously DRAL has been cloned as a co-activator of the 
androgen receptor and as a protein interacting with a 

DNA replication regulatory protein, hCDC47. Our yeast two-hybrid assay 
showed that DRAL interacted with a hydrophilic loop region 
(amino acids 269-298) in the endoproteolytic N-terminal fragment of PS2, 
but not that of. . . this region, R275A, T280A, Q282A, R284A, N285A, 
P287T, I288L, F289A and S296A, in PS2 abolished the binding. This 
suggests 

that DRAL recognizes the PS2 structure specifically. The in 
vitro interaction was confirmed by affinity column assay and the 
physiological interactions between endogenous PS2 and DRAL by 
co-immunoprecipitation from human lung fibroblast MRC5 cells. 
Furthermore, 

in PS2-overexpressing HEK2 93 cells, we found an increase in the amount of 

DRAL in the membrane fraction and an increase in the amount of 

DRAL that was co-immunoprecipitated with PS2 . The potential role 

of DRAL in the cellular signaling suggests that DRAL 

functions as an adaptor protein that links PS2 to an intracellular 

signaling. 
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AB The control of target gene expression by nuclear receptors 

requires the recruitment of multiple cof actors . However, the exact 
mechanisms by which nuclear receptor-cof actor interactions 
result in tissue-specific gene regulation are unclear. Here we 
characterize a novel tissue-specific coactivator for the androgen 
receptor (AR) , which is identical to a previously reported protein 
FHL2/DRAL with unknown function. In the adult, FHL2 is expressed 
in the myocardium of the heart and in the epithelial cells, 
agonist- and AF- 2 -dependent manner FHL2 selectively increases the 
transcriptional activity of the AR, but not that of any other nuclear 
receptor. In addition, the transcription of the prostate-specific 
AR target gene probasin is coactivated by FHL2 . Taken together, our data 
demonstrate . 
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FHL2, a novel tissue-specific coactivator of the 
androgen receptor. 

The control of target gene expression by nuclear receptors 
requires the recruitment of multiple cof actors . However, the exact 
mechanisms by which nuclear receptor-cof actor interactions 
result in tissue-specific gene regulation are unclear. Here we 
characterize a novel tissue- specif ic coactivator for the androgen 
receptor (AR) , which is identical to a previously reported protein 
FHL2/DRAL with unknown function. In the adult, FHL2 is 

expressed in the myocardium of the heart and in the epithelial cells of 
the prostate, where it colocalizes with the AR in the nucleus. 
FHL2 contains a strong, autonomous transact ivat ion function and 
binds specifically to the AR in vitro and in vivo. In an agonist- and 
AF-2 -dependent manner FHL2 selectively increases the 

transcriptional activity of the AR, but not that of any other nuclear 
receptor. In addition, the transcription of the prostate-specific 
AR target gene probasin is coactivated by FHL2 . Taken together, 
our data demonstrate that FHL2 is the first LIM-only coactivator 
of the AR with a unique tissue-specific expression pattern. 
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France 
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Androgens participate in the development and maintenance of 
adult testis and prostate, and their action is mediated by the 
androgen receptor (AR) . The specificity of AR action 
depends on the capacity of enzymatic cells to transform hormonal 
precursors into testosterone, particularly. . . These cof actors are 
able to modulate the transcriptional activity of AR either by 
augmentation 

or inhibition. Two recently isolated cof actors, FHL2 and PIASl, 
seem to be good candidates for the control of AR action because of the 
specificity of their action and expression. FHL2, a 32 kDa 
protein, is an AR-specific coactivator whose expression pattern is 
restricted to prostate and myocardium. PIASl, a 76 kDa protein, is an AR 
coactivator whose expression pattern is restricted to testis, 
particularly 

in Sertoli and Leydig cells. FHL2 is a potential regulator of 

gene expression in prostate and PIASl could be a testicular modulator of 

transcription . 
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BACKGROUND: Androgen receptor (AR) transcriptional 
activity is modulated by cof actor proteins. They act as costimulators , 
corepressors, or bridging proteins, and a disbalanced expression, 
to the altered activity of the AR in advanced prostate cancer. We 
investigated the expression of a series of steroid receptor 
cof actors in prostate cancer cell lines, including several LNCaP 
sublines, 

and in prostate stromal cells. METHODS: Expression of cof actors was 

analyzed by means of RT-PCR in PC-3, Du-145, LNCaP, three sublines of 

LNCaP established after long-term androgen deprivation, and two 

strains of primary prostate stroma cells. Expression in LNCaP and 

LNCaP-abl cells (which represented an advanced tumor. . . expressed in 

all cells analyzed (AIBl, ARA54, ARA70, CBP, cyclin Dl, Her2/neu/erbB2 , 

BAG-l/M/L, SRC-1, SMRT, and TIF2) . Only ARA55 and FHL2 mRNAs 

were not detected in all cells. ARA55 mRNA was absent in LNCaP cells, 

LNCaP sublines, and DU-145 cells; FHL2 was not expressed in 

LNCaP cells and its derivatives. The expression pattern was identical in 

LNCaP cells, and the long-teirm androgen ablated LNCaP sublines. 



AUTHOR : 

CORPORATE SOURCE: 

SOURCE : 

PUB. COUNTRY: 

LANGUAGE : 
FILE SEGMENT: 
ENTRY MONTH: 
ENTRY DATE: 



AB 



floreover, comparison of expression levels in LNCaP and LNCaP-abl cells 
revealed a slight reduction in LNCaP-abl cells but no gross differences. 
CONCLUSIONS: Prostatic cells express a great number of steroid 
receptor cof actors . AR activity thus seems to be modulated in a 
very complex way in prostate cells . 
Copyright 2000 Wiley-Liss, Inc. 
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BASIC -ABSTRACT: NOVELTY - Extracorporeal use of the SLIM3 protein 
for binding 

to at least one of the nuclear proteins androgen receptor (AR) 
and estrogen 

beta receptor (ERb) . All proteins may be in modified forms with 
deletion, 

substitution or insertion of up to 10 amino acids, provided that 
the function 

of the parent protein is retained. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for 
the following : 

(1) use of amino acid sequences of SLIM3 , encoded by a cDNA, for 
binding amino 

acids sequences of AR and ERb, also encoded by cDNAs, where 
optionally one or 

more of the cDNAs are modified but have at least 85% homology to 
sequences that 

encode the native proteins and encode a protein with the same 
function as the 
native protein; and 

(2) extracorporeal method for identifying ligands that modulate 
interaction 

between SLIM3 and AR or ERb. 

USE - Binding of SLIM3 to AR and ERb is used to identify ligands 
(agonists or 

antagonists) that modulate SLIM3 -nuclear receptor interactions. 
These ligands 

are useful as therapeutic agents or as lead compounds for 

pharmaceutical 

development . 

ADVANTAGE - Compared with known co-activators, SLIM3 is highly 
specific, i.e. 

it interacts with only AR and ERb. 
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